A population-based case-control study of cancer and occupation was carried out in Montreal, Canada. Between 1979 and 1986, 449 pathologically confirmed cases of prostate cancer were interviewed, as well as 1,550 cancer controls and 533 population controls. Job histories were evaluated by a team of chemist/ hygienists using a checklist of 294 workplace chemicals. After preliminary evaluation, 17 occupations, 11 industries, and 27 substances were selected for multivanate logistic regression analyses to estimate the odds ratio between each occupational circumstance and prostate cancer with control for potential confounders. There was moderate support for risk due to the following occupations: electrical power workers, water transport workers, aircraft fabricators, metal product fabricators, structural metal erectors, and railway transport workers. The following substances exhibited moderately strong associations: metallic dust, liquid fuel combustion products, lubncating oils and greases, and polyaromatic hydrocarbons from coal. While the population attributable risk, estimated at between 12% and 21% for these occupational exposures, may be an overestimate due to our method of analysis, even if the true attnbutable fraction were in the range of 5-10%, this represents an important public health issue. Am J Epidemiol 1996;143:363-73. carcinogens; fossil fuels; industrial oils; metals; occupational exposure; prostatic neoplasms; nsk factors Prostate cancer is now the second leading cause of cancer incidence and mortality among men in North America, after lung cancer. In Canada, it is the most rapidly increasing cancer mortality site in men during the past 15 years, with a rate of 18 per 100,000 in 1993 (1). Incidence rates are also increasing rapidly, second only to malignant melanoma. This may reflect both advances in early tumor detection and a true increased incidence of prostate cancer (2, 3).
Prostate cancer is now the second leading cause of cancer incidence and mortality among men in North America, after lung cancer. In Canada, it is the most rapidly increasing cancer mortality site in men during the past 15 years, with a rate of 18 per 100,000 in 1993 (1) . Incidence rates are also increasing rapidly, second only to malignant melanoma. This may reflect both advances in early tumor detection and a true increased incidence of prostate cancer (2, 3) .
Relatively few studies have addressed risk factors for prostate cancer. The evidence reviewed by Nomura and Kolonel (4) indicates that none of the following have been unambiguously and consistently associated with prostate cancer: smoking, alcohol, diet, and hormonal factors, although some of them have manifested elevated risks in one study or another. Only family history has shown a reasonably consistent pattern of excess risk.
Moreover, no occupational risk factors have been identified and confirmed. Only cadmium compounds and pesticides have been linked with any consistency to increased prostate cancer risk. Cohort studies published in the 1960s and 1970s suggested slightly increased risk among workers exposed to cadmium oxide and among rubber and tire manufacturing workers (5) (6) (7) (8) (9) (10) (11) (12) (13) . A nested case-control study within a cohort of rubber workers revealed the highest risk to be in the work area with the greatest exposure to heavy metal oxides (14) . Most case-control studies have been too small to test specific hypotheses involving occupational substances, restricted by the low prevalence of exposure (15, 16) . One case-control study in Utah (where rates are very high) reported a small increased risk for prostate cancer for any occupational exposure to cadmium, for high dietary intake, or for smoking cigarettes (17) . Nitrate fertilizer workers in Sweden experienced increased prostate cancer risk based on 26 cases (18) . In a study in the United Kingdom, internal contamination with several radionuclides or work in environments potentially contaminated was associated with increased risk for prostate cancer based on 28 cases (19) .
One study has shown that farmers experience increased prostate cancer risk associated with the acres sprayed with pesticides, while other farm exposures examined were not associated with increased risk (20) . Agricultural occupations were not related to prostate cancer risk in the study in Utah (17) , while farmers experienced elevated proportionate mortality ratios in a US death certificate study (21) . Nomura and Kolonel (4) recommended that occupational studies be conducted to identify high-risk groups. ' In 1979, a population-based case-control study was undertaken in Montreal to provide evidence on the possible associations between many types of cancer and hundreds of occupational exposures (22) . Detailed job histories were collected, and a specially trained team of industrial hygienists and chemists translated the job descriptions into histories of occupational exposures. In an initial statistical analysis, estimates were made of the odds ratios between each cancer site and each occupational exposure (23) . The purpose of this report is to present much more refined analyses, focusing only on prostate cancer and on those exposures that showed some association with this site in the initial analysis.
MATERIALS AND METHODS
The overall design and data collection methods have been detailed elsewhere (22) (23) (24) and are briefly sketched here. A total of 19 sites of cancer were selected among males aged 35-70 years, resident in the area of Mondial. Participation of all large hospitals in the area ensured virtually complete (97 percent) population-based ascertainment of cases. A case was eligible for inclusion in the study only if the diagnosis was new and histologically confirmed. Between 1979 and 1985, of 4,576 eligible cancer patients, a total of 3,730 cancer patients (82 percent) were interviewed, mostly face-to-face. Over 82 percent of subjects responded for themselves, and proxies provided information for the remainder. During the same period, 740 population controls were selected, in some years from electoral lists and in some years by random digit dialing. Of these, 533 population controls (72 percent) were interviewed.
The questionnaire was in two parts: a structured section, requesting information on potential confounders; and a semistructured probing section, designed to obtain a detailed description of each job the subject had in his working lifetime. A team of chemists and hygienists translated each job into a list of potential exposures by means of a checklist of 294 substances. For each substance, the chemists noted three dimensions of information, each on a three-point scale: their degree of confidence that the exposure had actually occurred (possible, probable, definite); the frequency of exposure during a normal working week (<5, 5-30, >30 percent); and the level of concentration of the agent in the environment (low, medium, high).
Prostate cancer cases and controls
There were 449 prostate cancer cases interviewed of 557 eligible (81 percent). Two distinct sets of controls were used in the analysis of risk factors for prostate cancers: the 533 population controls mentioned above and cancer controls. The cancer control group consisted of most other cancer patients interviewed in the study, excluding those with lung cancer. Among the remaining sites, we subsampled some of the more numerous ones to ensure that no single site constituted more than 25 percent of all cancer controls. In total, there were 1,550 cancer controls, consisting of the following sites: esophagus (n -71), stomach (n = 171), small intestine (n = 11), colon (n -157), rectum (n = 192), liver (n = 38), gallbladder (n = 24), pancreas (n = 88), peritoneum (n = 4), pleura (n = 5), testis (n = 17), penis (« = 8), bladder (n = 324), kidney (n = 128), melanoma (n = 90), Hodgkin's lymphoma (n -38), non-Hodgkin's lymphoma (n = 152), myeloma (n = 17), sarcomas (n = 11), and others (n = 4).
Characteristics of the prostate cancer cases and the two control groups are given in table 1. The distributions of most variables were similar across case and control groups, while there were differences in the mean age and status of the respondent (self or proxy).
Previous analysis
A preliminary analysis focused on 294 exposures, 98 occupation categories, and 77 industry categories (i.e., a total of 469 occupational circumstances) (23) . The risk due to each occupational circumstance was evaluated in four different analytical configurations, based on the two control groups separately and on ever exposed or substantially exposed, where the latter was a function of the duration and intensity of exposure. All analyses were carried out using the MantelHaenszel method (25) with stratification by age, ethnicity, family income, Quetelet index, and respondent status. Whereas these initial analyses were based on one-exposure-at-a-time models, it was desirable to carry out analyses in which mutual confounding among exposures also would be taken into account. yses were selected for in-depth evaluation based on any of the following criteria: an odds ratio of at least 1.3, a one-sided p value less than 0.10, and at least 10 exposed cases for occupations and industries or at least four exposed cases for substances. In addition, cadmium compounds and pesticides were included for in-depth analysis as suspect prostate cancer risk factors, irrespective of how they turned out in our initial analysis. A total of 17 occupations, 11 industries, and 27 substances were retained for the present analyses:
• occupations (n = 17) (clerks; police, guards, and firefighters; farmers and horticulturists; chefs and cooks; sheet metal workers; metal product fabricators; aircraft fabricators; welders and flame cutters; mechanics; structural metal erectors; excavators and pavers; carpenters; leather workers; electrical power workers; railway transport workers; water transport workers; and warehouse workers); • industries (n = 11) (agriculture; clothing; aircraft manufacturing; chemical products; railway transport; water transport; power, gas, and water utilities; finance, insurance, and real estate; accommodation and food; miscellaneous services; and government); and • substances {n = 27) (metallic dust; aluminum alloy dust; chromium dust; acrylic fibers; polyester fibers; soot; formaldehyde; other pyrolysis fumes; diesel engine emissions; liquid fuel combustion products; propane engine emissions; nitric acid; chloroform; perchloroethylene; mineral spirits (post-1970); lubricating oils and greases; mineral spirits (pre-1970); nickel compounds; cadmium compounds; alkanes (C 18+ ); alkanes (C 5 -C 17 ); aliphatic aldehydes; polyaromatic hydrocarbons from any source; polyaromatic hydrocarbons from coal; benzo(a)pyrene; ultraviolet radiation; and pesticides).
Present analyses
The objective was to estimate the odds ratios between prostate cancer and each of the 55 selected occupational circumstances, while controlling for potential confounders. All analyses were carried out using unconditional logistic regression models (26) , fitted with the EGRET software program (27) . The following nonoccupational variables were retained as potential confounders in all regression models: age, family income, ethnicity, Quetelet index, and respondent status.
Parallel sets of analyses were carried out with three control groups: the cancer controls (n -1,550), the population controls (n = 533), and the pooled group of cancer and population controls (n = 2,083). For most occupational circumstances analyzed, there was little difference based on the control group, and therefore we present mainly the results based on the pooled controls. A test was carried out to assess the "poolability" of the control groups in regard to each circumstance and, where the p value was less than 0.05, we present results separately from the two control groups.
For occupations and industries, mutual confounding by other occupations and industries, respectively, is not a problem since correlations tend to be low. Thus, the only analyses carried out for occupations and industries were those based on models in which each occupation or industry was included in a separate model with the above set of nonoccupational confounders, with exposure categorized into two categories: 10 or less years of employment in the occupation or industry of interest or more than 10 years.
For substances, three mutually exclusive exposure groups were defined, using criteria shown in table 2, and the two exposed groups were compared with the unexposed. The first stage of analysis focused on estimating the odds ratio associated with each selected substance on prostate cancer risk, adjusting only for the nonoccupational confounders (referred to as "partially adjusted" models). We then fitted one model containing a core group of the selected substances as well as the nonoccupational variables. The core group (marked in the tables) consisted of those that were relatively prevalent (>30 exposed cases), but it excluded one of a pair when two substances were very highly correlated (r > 0.60). We refer to the results as "fully adjusted." A further selection of substances was made, and these were analyzed with respect to frequency, concentration, and duration of exposure and with regard to substance-specific risks in different occupations and industries. Table 3 presents the logistic regression results for the selected industries and occupations. Based on the magnitude of the odds ratio, its statistical significance, and the duration-response trend, some evidence was noted of an effect for the following occupations: electrical power workers and water transport workers. For aircraft fabricators, there is evidence of a durationresponse and relatively high odds ratios, but these are not statistically significant. For a number of occupations (metal product fabricators, structural metal erectors, and railway transport workers), there are excesses that are not statistically significant, or the significant excess is only in the short duration workers. Analogously, among industries, there is some evidence of an effect for the water transport industry. There is more equivocal evidence for aircraft manufacturing and for power, gas, and water utilities. Table 4 presents, for each substance evaluated, the main occupations in which each substance occurred in our study population, as well as the lifetime prevalence of exposure. Table 5 presents the logistic regression results for each substance selected for analysis. There were nine statistically significant odds ratios in the partially adjusted models and six in the fully adjusted models shown in table 5. No substance had a statistically significant odds ratio at the substantial level in the fully adjusted model, while the following were statistically significant at the substantial level in the partially adjusted model: metallic dust, aluminum alloy dust, liquid fuel combustion products, and lubricating oils and greases. The odds ratios for the following substances were statistically significant only at the nonsubstantial level in the partially and/or fully adjusted models: chromium dust, formaldehyde, diesel engine emissions, chloroform, aliphatic aldehydes, and poly aromatic hydrocarbons from coal. Three substances, chromium dust, nitric acid, and chloroform, had high odds ratios but too few exposed cases to investigate exposure-response trends. The remaining eight substances mentioned in this paragraph were considered for detailed analysis (table 6, discussed below). Of these, seven were chosen: the substance, aliphatic aldehydes, was excluded because its major component, formaldehyde, was included for detailed analysis. Although not statistically significant, the following substances in table 5 not mentioned above had odds ratios over 1.5, with indications of an exposureresponse in the partially or fully adjusted models: acrylic fibers, nickel compounds, ultraviolet radiation, pesticides, and polyester fibers. Of the two substances • The control group consisted of the pool of cancer controls and population controls If the two control groups differed signrficantly, the results are presented separately In a footnote.
RESULTS

Occupations and industries
Substances
t The logistic regression model included the occupation or industry of Interest as well as the age, ethnicity, socioeconomic status, serf/proxy status of the respondent, and the Quetelet index $ The 5 years preceding the interview are not counted in the duration of exposure. § OR, odds ratio; Cl, confidence Interval. I Odds ratios for the durations <10 years and £10 years using cancer controls are 0.98 (95% Cl 0.30-3.14) and 1.15 (95% Cl 0.57-2 30), respectively. Corresponding odds ratios using population controls are 0.35 (95% Cl 0.11-1.13) and 0.86 (95% Cl 0 35-1.64), respectively The difference was statistically significant H Odds ratios for the durations <10 years and £10 years using cancer controls are 0.88 (95% Cl 0.37-2.11) and 0 87 (95% Cl 0.50-1 52), respectively. Corresponding odds ratios using population controls are 0.63 (95% Cl 0.25-1.63) and 2.28 (95% Cl 1.01-5.19), respectively. The difference was statistically significant selected on the basis of previous literature, only five cases were exposed to cadmium and the odds ratios are close to 1.00, while the odds ratios for pesticides are not statistically significant but there is some evidence of a possible exposure-response in the partially adjusted model.
For the seven substances selected, table 6 shows the odds ratios by each of the following dimensions: confidence, concentration, frequency, and duration. In order to simplify these analyses, each of these logistic regression models (a separate one run for each dimension) includes only one substance plus the nonoccupational covariates. Thus, if one believes that the fully adjusted model gives a more valid odds ratio estimate than the partially adjusted model, the odds ratios in table 6 may be biased, but the trends across levels of concentration, frequency, etc., are valid. In addition, analyses were carried out to determine whether there was any particularly high risk among workers exposed to the substance in any particular occupation or industry. If so, this might indicate that the apparent excess risk is not due to the substance per se, but rather to something else about that subset of workers. This was done by identifying the most prevalent occupations • Percentage of all subjects who, according to our coding, were ever exposed to this substance. Subjects with possible exposure (i.e., confidence = 1) were not considered as exposed. Rounded to nearest percentage tor prevalence 21; rounded to nearest decimal for prevalence <1 t Occupations with the largest numbers of men exposed to this substance in our sample. These are not necessarily the occupations with the highest concentrations of exposure. and industries among all those exposed to the substance and by estimating the odds ratios for the combination of substance and each occupation. These were then compared with the odds ratio for the substance, irrespective of where it occurred, and if one or more of the substance-occupation combinations evidenced particularly high risk, this is noted in the text. Table 6 shows that metallic dust displayed exposure-response trends in three of the four dimensions. Excess risk was apparent for those working in the aircraft manufacturing industry (nonsubstantial exposure: odds ratio = 2.0, 95 percent confidence interval (CI) 1.1-3.5; substantial exposure: odds ratio = 2.1, 95 percent CI 0.9-4.9). Regarding aluminum alloy dust, trends of increased risk were evident for confidence, concentration, and frequency, but duration showed an inverse trend. Aircraft fabricators exposed to aluminum alloy dust experienced increased risk. • The control group consisted of the pool of cancer controls and population controls If the two groups differed significantly, the results are presented separately In a footnote.
t The partially adjusted model included the exposures of Interest as well as age, ethnicity, socloecooomlc status, Quetelet index, and self/proxy status of the respondent t The fully adjusted models Included, in addition to the above, all core substances (defined as greater than 30 exposed cases) with this superscript For the other substances, they were added one at a time to the core group, withdrawing any substance from the core group with which it was correlated as follows polyester fibers correlated with acrylic fibers (r= 0 70), alkanes (C,^) correlated with lubricating oils and greases (r= 0 88), aliphatic aldehydes correlated with formaldehyde (r= 0 91), poryaromatk; hydrocarbons from coal correlated with benzo<a)pyrene (r= 0 60) § If exposure was attributed only at the lowest confidence level (I e, possible exposure), or If exposure occurred only within 5 years preceding the onset of the disease, then the subject was considered to be unexposed "Substantial exposure' was defined by the following conditions concentration x frequency >3 (I e, both concentration and frequency were given medium or high codes), and at least 5 years' accumulated duration up to 5 years before the onset Nonsubstantial exposure was less than that II OR, odds ratio, Cl, confidence interval f The odds ratios for nonsubstantlal and substantial In the partially adjusted model using cancer controls are 1 64 (95% Cl 0 92-2 94) and 2 09 (95% Cl 1 13-3 84), respectivery Corresponding odds ratios using population controls are 0.94 (95% Cl 0 50-1.78) and 1 22 (95% Cl 0 64-2 34), respectively The difference was statistically significant # -, no exposed cases. The odds ratio and confidence Interval are both undefined here *• The odds ratios for nonsubstantial and substantial in the fuDy adjusted model using cancer controls are 1 61 (95% Cl 1 06-2 43) and 0 85 (95% Cl 0 53-1.36), respectively Corresponding odds ratios using population controls are 1 53 (95% Cl 0 92-2 52) and 1 56 (95% Cl 0 88-2 80), respectively The difference was statistically significant tt The odds ratios for nonsubstantial and substantial in the partially adjusted model using cancer controls are 1 27 (95% Cl 0 74-2 19) and 1 64 (95% Cl 1 05-2.55), respectively Corresponding odds ratios using population controls are 1 80 (95% Cl 0 90-3 59) and 0 70 (95% Cl 0 44-1 12), respectively. The difference was statistically significant tt The odds ratios for nonsubstantial and substantial in the partially adjusted model using cancer controls are 1 17 (95% Cl 0 89-1.54) and 1 45 (95% Cl 1 02-2 07), respectivery. The corresponding odds ratios using population controls are 0.88 (95% Cl 0 64-1.20) and 1 38 (95% Cl 0 89-2 14), respectively The difference was statistically significant § § The odds ratios for nonsubstantial and substantial In the partially adjusted model using cancer controls are 1.25 (95% Cl 0.76-2.05) and 1.42 (95% Cl 1.01-1.99), respectivery. The corresponding odds ratios using population controls are 1.10 (95% Cl 0 61-1.99) and 0 87 (95% Cl 0 59-V27), respectively The difference was statistically significant Mil The odds ratios for nonsubstantlal and substantial in the partially adjusted model using cancer controls are 1.00 (95% Cl 0 72-1 37) and 1.39 (95% Cl 1.06-1.83), respectively The corresponding odds ratios using population controls are 1 42 (95% Cl 0 95-2.13) and 1 04 (95% Cl 0 76-1 43), respectivery The difference was statistically significant
Formaldehyde showed a gradient in risk with increasing frequency but an inverse trend with duration. Diesel engine emissions showed an increase in risk only with duration. For liquid fuel combustion products, the highest risk was found in the highest category of frequency, while several other odds ratios were statistically significant. The risk was particularly high among water transport workers exposed to liquid fuel ratios for lubricating oils and greases ranged between 1.1 and 1.4; thus, trends were not discernible even though relatively large numbers are exposed. However, the risk was much higher among railway transport workers with substantial exposure to lubricating oils and greases (odds ratio = 3.8, 95 percent CI 1.1-13.3). The trends of increasing risk were evident for polyaromatic hydrocarbons from coal in confidence and frequency, while high risk at nonsubstantialexposure was seen for railway transport workers (odds ratio = 3.7, 95 percent CI 1.2-11.5).
DISCUSSION
In this study, we had histologically confirmed incident cancers, information on potential confounders, Am J Epidemiol Vol. 143, No. 4, 1996 and detailed job history information that was assessed by exposure experts. We have provided some evidence of association between prostate cancer risk and 55 occupational circumstances, and for most there is very little other epidemiologic evidence available one way or the other. These were selected from hundreds of potential occupational circumstances through a multistep screening process based on the a priori statistical criteria. However, this process of screening for circumstances that show some increased risk and then analyzing these further may have led to some overestimation of risks.
The interpretation of some results would differ between the partially and fully adjusted models, and it is not clear which one is more valid. While the fully adjusted one has the apparent virtue of adjusting for a larger number of confounders, it also implicitly assumes that the variables in the model are true risk factors for prostate cancer, while those that are not only contribute noise and should be excluded. It is unlikely that all, or even most, of the variables in the fully adjusted models are true risk factors; thus, this model may be too conservative. Our inclination is to view the partially adjusted result as the main one. If a positive partially adjusted result is attenuated in the fully adjusted model, then it may indicate that another occupational substance in the model is the true risk factor or that an inappropriate model has been fit.
There are pros and cons to both "cancer controls" and population controls (23) . By assembling both types and pooling them, we hoped to mitigate the "worst-case biases" of either alone. By testing for heterogeneity between the control groups, we allowed the data to inform the decision as to whether to pool or leave separate. For the most part, pooling was not contraindicated.
To properly evaluate the body of evidence in relation to each association evaluated would require considerable effort and perhaps even a formal metaanalysis for each occupational circumstance. Such an endeavor would have been beyond the scope of this paper. Furthermore, as with any meta-analysis in the area of occupational epidemiology, the problem of publication bias would arise. Nevertheless, the following sections represent an attempt to put our findings in the context of other research, although for several of the associations reported here no other epidemiologic literature was found.
Occupation and industry
In this study, there was moderate to strong support for the hypotheses of prostate cancer risks due to the following occupations: electrical power workers, water transport workers, aircraft fabricators, metal product fabricators, structural metal erectors, and railway transport workers. Corresponding support was seen for three industries: water transport, aircraft manufacturing, and power, gas, and water utilities. In a casecontrol study in Utah, cases were more likely to work in mining, paper and wood, medicine and science, food and tobacco, and entertainment and recreation industries, while they were less likely to work in industries involved with glass, clay and stone, or rubber, plastics, and synthetics (17) .
Substances
In this study, the following substances exhibited moderate to strong associations with prostate cancer metallic dust, liquid fuel combustion products, lubricating oils and greases, and polyaromatic hydrocarbons from coal. There is weaker evidence that aluminum alloy dust, formaldehyde, and diesel engine emissions may be risk factors. These findings are consistent across levels of occupational circumstances, where, for example, metallic dust (and specifically aluminum alloy dust) is an exposure at the occupational level for aircraft fabricators and metal product fabricators and at the industry level for aircraft manufacturing. Increased risk associated with exposure to metallic dusts may be consistent with the association with heavy metal oxides found by Goldsmith et al. (14) .
Interpretation of previous epidemiologic findings with regard to cadmium exposure and the risk of prostatic cancer is fraught with several methodological problems (28) and, in balance, the evidence to date is not convincing. Our data on cadmium compounds were too sparse to provide meaningful evidence one way or another.
There is some previous evidence linking pesticide exposure to prostate cancer (20, 21, 29, 30) , as well as some evidence indicating no extra risk (17, 31) . In our data, an elevated odds ratio of 1.6 (95 percent CI 0.9-2.8) was apparent for those with substantial exposure, but this association disappeared in the fully adjusted models.
Given a set of risk factors, one can compute the fraction of prostate cancer attributable to occupational exposures. Accepting only those four substances listed above as likely risk factors (metallic dust, liquid fuel combustion products, lubricating oils and greases, and polyaromatic hydrocarbons from coal), combining them into a single exposure variable, and using methods developed by Bruzzi et al. (32) , we estimate that 12 percent (95 percent CI 2-19) of prostate cancers in this population were attributable to occupational exposures. Adding the three substances that showed weaker associations (aluminum alloy dust, formaldehyde, and diesel engine emissions) raises the population attributable risk percentage to 19 percent (95 percent CI . Adding the occupations (electrical power workers, water transport workers, aircraft fabricators, metal product fabricators, structural metal erectors, and railway transport workers), the population attributable risk is 20 percent (95 percent CI 9-29), and adding the industries (water transport, aircraft manufacturing, and power, gas, and water utilities), the population attributable risk is 21 percent (95 percent CI 9-30). However, these figures for attributable risk must be interpreted in light of the possible overestimation of some risks due to our process of analysis, as mentioned above. Still, even if the true attributable fraction were in the range of 5-10 percent, it would represent an important public health issue.
False positive findings would have been expected by chance in such a "multiple testing" context, and our analytical strategy was directed to screening out false positives. However, there were probably false negatives as well. As indicated by the confidence intervals for most associations, the numbers exposed were low, and we cannot exclude the possibility of small excess risks for most of the apparently negative associations in our data set Further, although considerable effort was devoted to the retrospective assessment of exposure, there was undoubtedly some misclassification of exposure that would have led to attenuation of the odds ratio estimates. Finally, it is possible that the levels of exposure experienced by most subjects in this study were below the levels required to produce a detectable increase in risk. These caveats about negative results apply as much to the several hundred circumstances evaluated in our initial analysis as to those evaluated in depth here. Thus, it cannot be inferred that the potential risk factors for prostate cancer we have identified are the only ones in this population.
